Enoxaparin: pharmacokinetics and treatment schedule for cats.
Detailed pharmacokinetic data are not available for subcutaneously (SC) administered enoxaparin in cats and this causes difficulties in establishing treatment protocols. The aims of this study were (1) to establish pharmacokinetic data of SC administered enoxaparin and (2) to establish a treatment schedule. Six healthy cats received a single SC injection of 1 mg enoxaparin/kg and blood samples were collected before and 1, 2, 3, 4, 6, 8, 10 and 12 h after the injection. Six further healthy cats received 0.75 mg/kg every 6 h for four consecutive days and blood samples were collected before and 2 h after the first and second injection on day 1, and the first injection on days 2 and 4. Anti-factor Xa (FXa) activity, coagulation tests and thromboelastometry assays were performed. Enoxaparin injection was well tolerated. Following the single SC injection Cmax was 0.83 ± 0.08 anti-Xa IU/mL and in 5/6 cats was detected after 2 h (Tmax = 110 ± 25 min). The total clearance was 23.4 ± 4.8 mL/h/kg and the terminal half-life was 2.27 ± 0.4 h. All cats receiving repeated injections reached the defined target peak range of 0.5-1.0 IU/mL by 2 h after the second injection (0.54 [0.50-0.61]; median, [minimum - maximum]) and there was no considerable accumulation subsequently. With the exception of thromboelastometry (especially non-activated), ratio values of coagulation times increased significantly although only slightly (e.g., the maximal value of median activated partial thromboplastin time ratio was 1.27). Significant, although only moderately close relationships with Spearman rank correlation coefficients between 0.424 and 0.558 were calculated between anti-FXa activities and ratios of different coagulation times. A dosage schedule of 0.75 mg/kg four times a day seems suitable for therapeutic use of enoxaparin in cats as it leads to reproducible peak anti-FXa activities within the target range for the treatment of thrombosis in humans. The low inter-individual variation may indicate that monitoring based on anti-FXa activities is not necessary.